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(54)Titlc: NOVFX ANTIBIOTICS RK-1061 AND PROCESS FOR PREPARING THE SAME 

iS4)%m<n^^^ ^m,^i±^'^ RK-1061 m&tj^'^<Dmm:^m 




(57) Abstract 

Antibiotics RK-1061 having a novel chemical structure and a process for preparing the same. They have a structural formula 
represented by general formula (I) wherein A represents R, or R, CH(0R2 )CHi , R^ represents a 3-mcthylgluiaric acid residue and Rj 
represents a sulfate group or a hydrogen atom. The process comprises culturing a ray fungus belonging to the genus Streptomyccs and 
isolating RK-106] from the culture. Streptomyces 5p.SN»l06IM (FERM BP-S800) is capable of stably producing RK-1061 at a high 
productivity. 



(5 7) SiKi 



't^:fS^o RK-1061 Ig^r^^fl^iC^NOi^^j^-rSX h U:;^ h $ -trx sp.SN-1061M 
(PERM BP-5800) o 



41^ /CHo 




(I) 



AM T^>=T 

AT :^-;^KyT 

Au *-^^^j;t 

A 2 T1?A'^<'< •i'-rV 
BA 4IX=.T • iy^yirflf-t- 
B E '^yw^— 
B G ://i';{f y r 

B J 

BK 'ffyA' 

BY -s^/w-V 
C A 

CF «»»AT7y *itlllB 

CG 

CH ^-f X 

CI a- h . i^it?T-yv 

CM i9AAf—> 

CN (fB 

CU 

C2 

I) E K-f ^ 
DK 

EE x;^h=.T 



ES 




LR 


F 1 




L S 


F K 




LT 


G A 




LU 


GB 


5® - 


L V 


G E 




MC 


GH 




MD 


GM 




MG 


GN 




MK 


OR 


m«y 


HU 




ML 


I D 




MN 


1 E 




MR 


1 L 




MW 


1 S 


TYx9>F 


MX 


1 T 


yr 


NE 


J P 


0* 


N L 


KE 


^ = T 


NO 


KG 




NZ 


K P 




P L 


KR 




F T 


KZ 




RO 


LC 




RU 


L I 


y -i^ 


SD 


LK 




SE 



5^— V > K 



SG i'V:tfiJf-A' 

SI xp -Tj. -iT 

SK XnC^r*TftlPfi| 

SN ir + ;t/A' 

S Z X 17 v5 7 > K 

T l> ^ r - K 

TG F-r/ 

TJ -^^'^x-jry 

TM >-/U^/=^X^> 

TR h/iTi 

TT >« y r-.y- K- h-'^rf 

UA ^^y^-t 

UG ^if>ir 

us ;|6Bf 

VN fy^j-Y-yu 

YU 3-r/X7trT 
ZW 
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m m m 

iJ'-- foU ( Helicobacter pylori ) ©P.gjSni: <!:*<ff /;:{-^ CT^Tl^ -So ^ 
^ifeMU 'i-° > Kt-< ^Xliposidomycin) (RK-1061) j®{4. -^T/^ K ^ >^ 
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2 

K h-5>X7j:5 — If (Phospho-N-acctylmuramyl-pentapeptidc trans 
feraseCEC 2. 7. 8. 13), Phospho-MurNAc-pentapept ide translocase, UDP-MurNAc- 
pentapeptide phosphotransf erase, iSI^^ h 5 >X n y — x I ) ^'KPM&^J^Pfl.^ L 
(Agric. Biol. Chem., 53(7), 1811-1815 (1989))> *^ofl|jiW(c: fcSSKSi 
--^'ttT i yti^WrS Fatty acyl nucleoside?^trt^«5®t?*5j;i*<#ifcfi«I 
t?*4o Pl^©f^ffl.^«-Wr<5Jl»]i|35®lC'y^^^>f i/:^ (Tunlcamycin. FTuni 
camycinj , Japan Scientific Societies Press, 1982, Tokyo) -^AU^ Kv-f 
> > (Mureidomycin, J. Antibict. . 42, 662~679. (1989). Antimicrob. Agents 
Chemother.. 35. 234~236(1991)) *<*P t>tlTl^ :Z1lk±-t^li^tli^ tittK 

So 

#{cU;f.-> K-r-f tfi:B!ii-C^S Mycobacte^iu^l )l^c#^{C^l^$tg?g 
tt^^L(J. Antibiot.. .38, 1617 -1621 (1985)). ^itW^ni|l^]/)<M».^ U 7 
7 > e-> >/;i:<h'g>gE#c7)|a^Mli{ciBttt<h^i:ofc Mycobacteriuin tuberculosis ^ 

BfnBa55fel^*<Sg^CMT*Ox ^g>j^B t ^j: 5:?^^Mg>!n:Bta Mycobacter ium 
avium complex (MAC)(Ci>W^1^7&<)t9^$n'&o 

(U > Kv-r i'^A) . RK-1061B ( y ;f> > KT-f •> >B) . RK-1061C ( U ;f> > 
•>>C) (#gflBB 61-282088^) . RK-1061G C^) > h'^ ^ > > G) . RK 

-1061H (>;;!?-> K^-f ^^H) ('RfB{i¥2-306992^) titmu^mm^mtzo m 
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-C=*>S'^l:^4^5«'*^^9-e(±Aj:< , mm.^ (ill). (IV)S.cK WfcPf 3 ocd^/j: 
«jg'j7h:>> K^-f i'yiSCRK-ioeiiii) . #{c5Sgfg<D{±-r*i/c«iiti5;(iv). (v) 

^^muikcD—m^ (i)-e^$n>s 'J jfs'> (rk-io6i is) ttzit 

■e o usa^ ^ $ n ^ ic gn o 




A ti R, Xti RiCH(0R2)CH2 ^-^^o 
RztiS-^ ^-'W^^>'l'^';U»3SS(-CO-CH2-CH(CH»)-CH2-COOH)^^L. RatiTKSgl^ 
^(H) */::{ifiiEKS(SOsH)^^f o 

R,CH(0Ra)CH2G><i:^, R.«Cn Hj „ ♦ , (nCi 1 ~20©^S)t^^-r) v CnHjn-, 
(n«2~21<D^S!i[^^^) C„ H2„-3 (nW 3 ~220DSIit^^-r) T'^^o 

ttz. R.CDi^. R,(i C„ H^n-, (n«2~21CD|S$Jc^:^t-) . C„ Hs,. , (n(i 
3 ~22©SSfc^^-r ) . C„ H2. s (n« 4 ~230Sj|{[^^-^) T*So 
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(V) 



-1061 m^}k(0^ot£i^^-:/izii^ii^tl?>^ -tUtt^^ A *<R,CH(0R!)CH2-e*S 
^^'■7' (dCT'W. R»*<3-y ^yl/^^yl/rJ^yUKaSTftS) <J:R, (CCTW. R^*< 
#«EL«tv CO<fc-5irR,iCO<!:;6<ii[Sig^-rst>CD^R2M*S^iUo) itc 









Rz Ra 


^-f I 


it ^ ^ TOS 
it ^ ife ^ tKSI^.^ 
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061 Ji«r^^$-ti:. ^0^««5*>t»^^$n/;:@t V ^ Kv-f > >RK-1061 

v>r •> >RK-io6i m(o\iii)<mkmx'iri^\t^^ibi>\.^tM<i^mmi-xib^\t^ 

* y Kvf *>>RK-1061 3S«-^ < C <!:*<-CS S L. ^y::. ^'>d-X. 

xKtti-^nt^i^m^^n^'pu <t^i m<Dmnm^m^'. ^tzmmmt lx. 

-5U#v/ K-^-r ^yRK-1061 m^0'<'M^Z.ti}<X^?>o 

*^B^{c*>(t-s u ?i5-> Kv'f •>>RK-io6i mm^mi^-ri>wi,mmi: lt«. 

*l6a^#<iicj; oTilj^m«l«Brr©±ai4JA><imv>liJ$*iA:±a[SBacDX h u-/ 
h ^ -bX ♦ -xxe- ' RK-1061( Streptomyces sp. RK-106K iSlT RK-1061*5Nt l> 

i&XW®^m8278^ (PERM P-8278)i LT^K^nri^So 
CCDFERM P-8278 tt^^:* LfCNfl^Ftli^ti. 1"??{C^^iNffF^ 1902732 -^i LT 



wo 97/41248 



7 



PCT/JP97/01466 



ttz. RK-1061 w<D^mm<Di&.:^ t^<o:f^^m^^m-r?>fzi6iz^. uvmm 

{c-C^li<4«rgfe#LA:AX^Ii^X hl^Tf h 5 -fex sp. SN-1061M ( Streptomyces 

sp. SN-1061M , Ji^lT. SN-1061M:^tl^-5) ^f«l^-r C <t -So C®^^ 
ii^^Xll^^l5K^iS}rX^X|iet$l5WI£fliT{c^itM FBRM BP-5800 ^tL 

T^it $ n-T I > .So 

^iBIti. U > Kv-f ->>Z -(III) CD^^iRJRX/^^ h^KKBr) ^^-To 
l^2®{±. U 'fxi/ *>>Z© 'H-NMR X'^^' h /KSOOMHz. CD30D)*-^f o 

l^3Sl(i. U sfx ^ Kv-r i^^L© 'H-NMR X'^^ h yKSOOMHz, CD30D)^-^-ro 
xji. :*^B^cD%M<!:«M6II#v^j:rJ i {c J: -5 f- o 
^4ia«x 'J ^H-> Kvf ->>MO 'H-NMR X'^^^ h yKSOOMHz, CD30D)*^-ro 
mSSKis U Kv-r ^^K© 'H-NMR X'^^^' h7K500MHz.CD50D)*^-^o 
nemit. V ^>iy •>>N(0 'H-NMR h;K500MHz.CD,0D)*^^o 

fHimt. U j}?!/ v'>A-(II)<D 'H-NMR X'^^ h^KSOOMHz.CDsOD)^ 

llSSltix U K^'T i^>X-(III) <D 'H-NMR X'^ h 500MHz. CD3OD) 

^9EI{i. U Ji? •> K^-f •>>Y-(III) <D 'H-NMR X'^ ^' h >»K500MH2, CD,OD) 

mi oma. U K-T-'T •>>'Z- (IIDCD 'H-NMR X'^^ h ;K500MHz, CD,OD) 

Ill imit. 'J 'f^> Kv-f ->>C-(1II)©'H-NMR X'^^' h yKSOOMHz, CD3OD) 
^^^o x{i, :*:^Bj®<|^jKi:(i^!Sg|^/i:3>^ ^ {CfcS f-^'^^-To 
mi 20{±. »; Kv-f ^^V-CIIDO'H-NMR X'^i' h yKSOOMHz, CD3OD) 
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8 

mi 3g|«. U Kv'T i^VA-ClIDcD'H-NMR X^^? hyKSOOMHz, CD3OD) 

^1 4EI«. U > KV'f ^VG- (II I)«D'H-NMR X'^^ h >l/(500MHz. CD,OD) 

^1 smU. y ;f>^ K^-f i^>M-(III)®'H-NMR X'^i' h MSOOMHz, CD3OD) 

Hi SEIti. U^f^V Kv-r '>>K-(m)cD'H-NMR X'^i^ h ;K500MHz, CD3OD) 

mi 7El«> 'J KV'T •>>N -CI II)®' H-NMR X'^i' h ;K500MHz. CDsOD) 

mi amt. y Kv-r •>> A -(IV)®' H-NMR h/KSOOMHz.COaOD) 

mi 9 law. ^iiii«ai2. iijfe«wi3Rof^aE^4T'#t.nfcV7i?i> k^^" s^^s 

(RK-1061^) ©TLC^^^o :®il!!®^3iiai A : ^^Ph-X. B : + 

D-X. C : -7 h-X. D : v ^'h-X. Ei^i^'D-X. Fi-fyi^ 
G : L--5 Ay — Xv H : L-T^ hV — X. I : D-'T'V^ h-/K J : ^ 
7^y-X. K:-9-y '>>x L : L-V/l/^:-X. M : D-ryUn-y- 5 i'^^^o 

H2oiaw. ^«fef»j 2 -^li t»ny:i u K^-r '>>S(RK-io6i3®) ohplc 

m2 imit. Iljtefij 4 ^n/:: U Kv-f •>>!®(RK-106m) ®HPLC 
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h L/^ h i -bxSJcPL. U > K v-r > >RK-1061 j^OT^^^^Wt- 
S]|j(i^eTr*>So ^(D-mtLX. Mie RK-106m;ei<*So CCD^^i^Ci. ±12 
®#tt^WL. *^H^©tn[i^<g3mUsfsv' Kv-r v/>^S^Wf'J{^^^•rSCli;6<T• 
■t^T:$:^my3mi^is^'rmm-r^^tif}<x^^o i^i^. rk-io6i *5^<z) y ^i? ■> k 

iui2 RK-i06i^{i. LljS3mfiiiiSarr<D±aii&>t>±^«Bmo^llS{rffiffl$n'5ii^ 

1 ) mm±(D^w 

RK-1061 l*{iajSy!^SiliSI8T-^*gmL/c±i*cfc«9 53-itLfcifcJ^llT?. ^^fflSScDii 
fflStS^Jifct^TH. RK-1061 «5{ii^T<D|i^-fiJfflL%W-rSo C©*il®^tl3g 
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1 0 

$ 0.5~1.0 ■7-r^'n>-^-. ti 0.5~0.7 v-T ^ P ^ - rJ' o 

> 4^ T iis&ttiia^ « ts^ $ n n£ o o 

2 ) M^itfe±©^Wt«tSg (271C, 3 

: f£ L 
: 2 b a 

HW : Wii 

: 2 b a 

$S : 2 b a (^^•--'^) 
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d) X ^ - 5^ . mm^m^^fik 

: 2 b a 

: a>fib + 3 n i + 4 n i (;*->r X ^ «7 >r h + 3^<- h :^ 

Mm : 3pn >) 

WSttfe^ : 3 p 1 (T^-f » 

IfeW : 

^midk : t£ L 

MM : 3ng (-f ia-y 

^^ttfe^ : 3ng C-f ^ca-jt -i -f JV) 

M :3pi K:/^':? » 

pr^ttfetSl : 3pn C^-^'y^^/:/) 

lew : ifii 

:lrii5ge (a-X>i7.yK) 
^ffi : 4 g e (o — X-^-f a) 
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1 2 

M : 2 b a 

sr^ttfeSil : 5 p n "i? » 

:S^4ge + 4 1i (P-X^'T v'i + h'-/<-) 
: 4ge (u — X'^-r jl) 
^^ttfeJ^ : 1 i h 
^j:*J. feE^©l5«6«-r-f X^ U f7->(ir • ^-5- • 4^ 'TAX • 7*-f ^ > g 
M— (Descriptive color names dictionary) SB 4 SSt©fe^lE-f-{ifi£o 



L-T^ bV-X 




D - + •> P - X 


+ + + 


D- r/l/i^-X 




D-7;^^' h-x 


+ 


•> JL ^' o — X 


+ 






L--5A/-X 


+ 


^ 7 -f / -X 


+ 


D- V >^ h— 


+ 


5 ^ h-X 


+ + + 


> U t:5*--x 





+ + + : #^^JC^<|fi|^^S 
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1 3 

5 . ^WMJg : 20'C~35"^: 

f SS^^<— v'ai-f X • t—zlTjU • • ^ ^ ^-i^r^f Zf • >'^*^'5=• U 
v^ — (Bergey* s Manual of Determinative Bacteriology, 8th edition 
(1974)) {Cct'9l^'^3to -ecDjg^. X h h ^ -trx • r 'J -tf;rx.i? U 

•^^X ( Streptomyces griseosporeus) ;6^. c:n{Cgi6Tj£iitfOiS<i:}i^$n5o 

:^mm<otn.^^n RK-ioem cis^^si ~5®t^-rn*^iciB<fe©tn:^^®) . 

*5<.>«-€-cD^«-:*:S{c:^^-#-Sc tOT^SHx M^r h $-fex sp.SN-l06lM 
( Streptomyces sp. SN-1061M)(FBRM BP-5800)€-»-5/::4f>OSEM}*©— ^ai^giT 

:^mmVi^<&i'S. RK-1061^*§l>ii-?-£D^®^MSx h 1/7° h 5 -Irxsp. RK- 
1061 ( Streptomyces sp. RK-1061)(FERM P-8278)cD^W L/^iX :J' • -f— X h 
^^^ifeX5 > 10mlO^a^li7K-^fla^^*>gi:»5. 1 xiO" iSHJia/ml 



I 
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30g . 'hmmW (v^rvtl) ^fc«T>'l/ h J^^X h (T^-f 3^3^:) 20g s 

■/h *-lrX SP.SN-1061M ( Streptomyces sp. SN-1061M)(FBRM BP-5800) i L /Co 

1 ) mm±(D\^m 

^a^mt. -tf^^^^r&^kwjigc $<£v^o -r-x h • ^^^^^nfedsp no.2). 

^Zfh > • -r-X h • t^^^igitfedSP No.6). fccJ:a'^Pi>>^^J$ltfe(ISP No. 
1.2 ■7^^Dy-;J'-. rti 0.6—0.7 ^ n > -^J' -TabSo X:f«^>4^TS. 
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* 2) §®i&l|!S±{Ct>ttS^W5Kztt (27t:. 3iira) 



mm 


















r^nn lOYR 7/4 




ISP No. 2 






& 


liife SYR 4/4 


j'jli^ife lOYR 7/6 


ISP No. 3 






& 


2.5Y 8/8 




ISP No. 4 






B 


2. 5Y 8/4 




ISP No. 5 


m» 


mm. 


B 


^Hfe 5Y 9/4 




ISP No. 6 








^i^ife lOYR 2/2 


^^gfe lOYR 3/2 


ISP No, 7 








■ r^^n lOYR 7/4 


f-fe^ife 2. 5Y 8/4 


ISP No. 8 








^Hfe 5Y 9/4 





feP3©fE«« (Bt) B^m^Wi^ mm&m citHW tz^-^fzo 



3) ^mm(Dmt^ (isp no. 9. 27"t:. sispa^) 























•> JL ^ D — X 




-f y 1^ 




L-5 Ay - X 




5 7 ^ y -X 








H-if^i^ h-x 





4) -eoflfeO^SWft® 



-X • h > • -b'^^^mm) 
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1 6 

ISP No. 2. 6, 7V^m(Om±J()<^^o 

. 5. ^mmm 

27~37°C 

XhU:rh'-trX sp. RK-1061 <hXhUyhi-trX sp. SN-1061MCD K 1 i§itfi<- 
-h^ tfa'^gP Mycobacteri um phlei{C*f^Stn;ii?£tt*"Jt'<-S <t. 

U:/hi-bX sp.SN-1061M{iX h h i -tx sp. RK-1061 J: «5 4> RK-I061^M 

















Streptonyces sp. 


RK-1061 


Streptonyces sp. 


SN-1061M 






) PH 


PflihR (Dim) 
B M 




pH 


Ba±P3(inin) 
B M 


3 H 


33 


7.8 


0 0 


48 


6. 1 


0 0 


5 B 


44 


7.2 


0 0 


71 


5. 1 


0 14 


7 a 


29 


8.0 


0 0 


67 


5.5 


15 25 



(B : ^m±ms M : mt^tSimm 
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3ftt». -r+X h y ^^y-<r>j>. ^yUh-x. ^i/o-X, -5 

h-X, D-y^ir h-Xx ^jL^'n-x. y > h-^Ux L--5Ay-X. L-T-5 

tv— X. D-^>j^h — ^:7-f y— X. -t^Uv^^^ L-y7^5^:— X. d-^^-'u:3 
/cix-Jf^lMs ^Sf^Ji. ij^)^2.. ij^Viy^L.^ -^lyiSy. fefe^cD^JB 

ix.tdr. ^iftOpHti 4 ~ 9 . '^C 6 ~ 7 < , :©ft6DiiM«25'-35'CM 
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iLTti. -b:? TT' y ^XLH-20 ^*<M-e*5o 

L. SIS. aftj^. -recite J; »9. ij*#/i:'j'i?-> Kv^i/^^-en-e'n 

*^BJ© i; ;M -> K^'T >RK-1061 li{iJ£lT©a^b^Wi4!|^*W-r So 

(1) m'Vi : #fiSt55-:^Tefe»5^ 

(2) 5^^Ss : «fi^:^(FAB-MS)<i:i^^<»tlSa^$ff(HRFAB-MS)IC 



wo 97/41248 



PCT/JP97/0I4M 



1 9 



m 1 ^ 



(DZ 


: C42H6bN<»02|S 


C. 


1 He 1 


1007 


®L 


: C,<H, .NsOi.S 


C, 


aHz 7 


1037 


(DM 


: C44H7 iNsOziS 


c, 


3H2 7 


1037 


(3)K 


: C46H7.NSO2.S 


C, 


sHz 7 


1061 


(DN 


: CteHTsNsOziS 


C. 


sHj « 


1063 



®A- (II) : Ca.HsTNsO.rS C,sH25 887 
(DC- (II) : CaeHsTNsO.TS CHjs 863 

(IlOrJ'-f ^IIl(5feg!S;{)^M< . 3 - / ^ Ji^ cr j\, ^ jvm^m^^^'r ^ fcO) 





(III) 


: C4.H6sNsO. 


8 


C, 


oHz 1 


915 


(DY- 


(III) 


: CizHejNsOi 


B 


c, 


1 H 1 e 


925 


®Z- 


(III) 


: C4 zHe sNsOi 


a 


c, 


t H2 1 


927 


®C- 


(III) 


: C4<H«7NsO. 


8 


c. 


1 Hz 3 


929 


(Dv- 


(HI) 


: C44H6.N50> 


e 


c, 


sH: 1 


951 


(DA- 


(III) 


: C44H67N5O. 


B 


c, 


sH; 3 


953 


®G- 


(ill) 


■ C44H««NsOi 


e 


c, 


sHz s 


955 


(DM- 


(III) 


C44H7,N50, 


8 


c, 


sHz 7 


957 


(DK- 


(III) 


. C46H7.NsO. 


8 


c, 


sHz 7 


981 


®N- 


(III) 


C4cH>3Ns0i 


8 


c, 


sH: 9 


983 



(IV) rJ'-f ^IV(aSSS. i - )Vm^^mziS(\.^^<D^ 

®A- (IV) :C38H57N50,4 CsHzs 807 

®C- (IV) :C3«Hs7N50,4 CHzs 783 



(4) itm^m- 



U ^f^ix Kv-f v-VA- (III): Ca]'i,''=+22*' (c 0. 1 . 50%y^y-;i/) 
') 'J^i> K^^-r >'Z- (III); [a]'p^= + 20M c 0.1 , 50%^^y-;U) 
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(5) $^9\-m^U^^i^ hJl^ : ^ma^^X 261~263nin <C®:*:l»JR {50%/^^/ 

(6) ^^^SRIRX^^ h;KKBriK) : -> Kv^ > Z - (1 1 1) CD^St^gpiR 

(7) 'H-NMRX^^ hyl/ : 500/ :^'\yU*y (MHz) . ^ y -^U^fftcJifcT^a 
■eia^Lfco 'J^.'> K-T'T •>>Z (02). L (BI3). M- (04). K (05). N 

(06). A-(II) (07). X-(III)(08). Y-(1H)(09). Z-(1II)(01O) . 

c-(in)(0ii) . v-(in)(0i2) . A-(m)(0i3) . G-(m)(0i4) . 

M-(III)(015) . K-(IN)(016) . N-(I1I)(017) . A-(IV) (018) ^ 

U 45> K^^' •>>C©fi«BtS®*lt»,>^-f:^-Z?*5C-(III) <D^=f-^ C.sH.tNsO,* 
«. y sfti/ Kv>r •>>B<Z>fiiESES©«IV^^'-f r(CASSSlM: 113378-45-3) tm 
L;-e*S*<. 011© 'H-NMR {CJ;«9. ll&Jttrffi!lM©5lc«B*<y H®55-( t , 0. 89 

ppm . 3H) U Kv-f •>:^B©MBtgfD«i|l>:J'-f y (*JSO/ f^>'US*< 2 

(8) : #fi)c55-^T/ rJ'y-JK i^/ ^yUXyl/;^* •> K. 7K«-^^. ^^4^ 

(9) TLCfdJiSR f ffi : TtjyyUArt. 5715(y tt) ®«S ^ n v h ^ 
5:7>f--eSia^iSE<!:UTT/'^'y-yi'-S^Bf-7K(4:l:2) -CSgStyii^^R f fit 

mmm^^-r^it^m (is^^-^d) . dO) : 0.35 

SggtS^W^nfi/Wk^^J (;5'f T'dH) . (IV)) : 0.41 

(10) HPLCJCJcS^^I^Fb^ : 2«(D^#T-C®^^5)-0»^I^Fa^(Rt)^^2 
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2 1 

m 2 m 



1 2 





^^yi (fiSSfS. 3 






®Z 


14.5 




©L 


8.2 




(E>M 


8. 8 




®K 


51. 8 7. 0 




(DN 


11.0 


(ID 


^ -fzr\l(immMii^-t^i>K 3 f-y|/^yl/:5'/USJg|S*<Ml^t>®) 




(PA- (II) 


16.6 


(III) 








(DX- (III) 


13.9 




(DY- (III) 


9.1 




®Z- (III) 


15.8 




(DC- (III) 


25.9 




(DV- (III) 


12.6 




(2)A- (III) 


21.5 




(DG- (III) 


41.9 6.6 




(DM- (III) 


11.0 




®K- (III) 


8.3 




©N- (III) 


14.0 


(IV) 


i'^yivcmmm. 3 






(DA- (IV) 


18.8 



^{^♦^1 : 40% CHa CN-0. 1% DBA-HC00H(pH4). 254nin, l.Sml/min, PEGASIL ODS 

(4. 60x25Omin. -t > > ^ -|4^*t) 

^f^2 : 50% CH, CN-0. 1% DBA-HC00H(pH4). 254nin. l.Sml/min, PEGASIL ODS 

(4. 60x25Omm> Hr > •> a -i|4^*±) 



(11) mmmsMR, <Dmm. 
f ( I ) 

Z : 5&i: 6feJC2M*S^ 
L : >r 

M : J j\/-7JUm 

K : 9&cbl0{i. 12feil3&{C2aig^ 
N : 9fi:il0fi{C2MiisS^ 
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cm) 



Y- 

z - 

A- 
G- 
M- 
K- 
N- 



(n) 
(m) 
(ffl) 
(m) 
(m) 
cm) 
(ffl) 



T&tSfi:. 10(4«!:llfi[{C2gig^ 

9fir,i:10&, 12{4«i:13fi[{r 2a[|S^ 
g^<hl0ti[{c2fi[i|$^ 



C*J(g^l 1 D 

R3;&<«tgftS<h7Kj{ll^^-Cj6-5 RK-1061 RK- 1061 ^CSBgS 

RK-1061)g)$!jife 

mJimmmMT-^mLfzWl^ RK-IOSI^CFERM P-8278) ^>>Ua-X2%. 
Br^tt»«*l ^i+X 0.1%, 0.4%. :ka.^ 2.5%. 0.2%. m 
-y>gf:^'J 0.005%®*lfiitJ;O^'5?fle**:i^Jlfe(pH6. 8) TOml^^t; SOOeiKDHft 
y^7,^\Z.mm-t^o 28r-e 2 HPBl^«LfCo C©^«^gt 1 ml^|5l;BI©^ite^# 
t?7 5Xn{Cg!iSL48~72NFfe1^ilL/;o ^ t»{CCCDi§«^et 140ml ^ISI^O^Jfe 
Jg-lBU-y hyl/#t;30y -y h /Ug^lS® I' -"7 r - >>' > — t-^SI L/Co Cn^S 
aSlSU -y ^mmmaSL 350rpniT28'C. 65~90l^rPBl. pH*<8.4«-a;tS 

*-eii^«l*>ig§|<S:tT-/j:o/:o ^*«^T«. S4l>IC<t<?^il±« (PH8.8 . Myco 
bacterium phlei tcjt^-T ^Pfl±Hg>:^^ gF20. 2min) j:ei»(2. 9ke. Mycobacterium 
phlel{C*r-r'2.Pl±P3c7):^g$24. 3mm)<t{C55-{^. ©{^(iT-tr h > 5 'J -y h;l/^*n 

^i§S±rS<b^t)-d:. cn{-^S©7':S'y-;i/^:j!jDX.X3lHllftdi^^To/co 

y -yU®^jtffiS*e-rS<i:*^l60g©ffittai1«!*<?f ^»n/Co cn«r80ml<Dy ^ y- 

vlz-e^jSL/cat 240mlO^' a nTj^yl/A^jtax-T. p a A - / / (3 
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: 1) •efiafnLTl»5 >';;^;yyU7:;-5A(8xi2cin, yvi/^tt. 70—230- ^ y > ) 

IZi'-v-'JL. tint^jUA- / ^ ^ - jv (2:1) au^.jlA- 

(1 : 1) -e^l^^Tt©*,, D p ;};^l/A- y ^ y -;U ( 1 : 2 ) i: 
(1:3) T'?£i4#iK*^ttJ$-l4-A:o c:©^di^*M£E2g*i-r'5<i:*t;l 4 g©ffi 

-20 *^A(3X79cai. ^r-'l'Vv'Ttt) {CfitLSttS^lO. 3g«-M/io cn^$ 
t>{c:/^'y-7U-y ^ y -yU-7k (4:1:2) -^fiafD LTl^S > 5 
A(8x12cid) {C^L. |p|^O^iI<CTM^L. Stt®^^?i/::(6. 5 g ) „ 

(^(ccn^HP L C{C'gtLT:^I)i^fTo/;:o 1 Eg «i-tr > •> ^ y O D S 
(2O0x25Omin. ODS-5251-SS. -tr > a. -i|4#tfc). T -fe h ^ h U yU-0. 1% 
Jif^yUT $ > • (pH4) (40 : 60) . WMl^vA/^XXiX %m%\^%^-i ^ iKl»T 

^WO^ii'j l^hWii&XT-^Y—V^i A^- 0. 1% -::^J.^^I/T i > • 4*K(pH4) (60: 

40) ^>{c6@i^fr^tt/;:o cti^^-en-s'ti^ajEaifi 

•t?yi//N-.y ^ODS (200 X250inin, SG-120, jg^^^) ^ffl<,>T|aI*i^O^#(CT 

T-tr h U >'U^|S^*L/c<D-^. fljfclg©/-c«6{C7K^Snx.TM C I GEL 
(lx5cm. =^fl:fiJt?±))J-#tL/Co +53"{C7K^LfcCD-&. 50%T-t? h >{CX?£& 

CHife^ 2 ] 

^^i)<m.mMti\f.^m.^'(:tb^ RK-1061 (gKiftS:6<j6& RK-1061 <!:gKBgS3i><^j:C> 
RK-1061)g>S!!ii 

*^«4ffi^it!!-t?^IIL/CH!lfe SN-106IM :^(FERM BP-5800)^-. ^^;l/3-X2%^ 
^^tt3SI»l%. ^JL^x 0.1%, 0.4%. -KaM 2.5%s 0.2%. m 
H'J 0.005%®«afifcJ;<5fi!cS*gt{it:^lfe (pH6.7) (C4^%) 70ml^^tr 
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' 500inl©=.ft7 5X:3{c:^ia^So 2 am^^mLfZo CtD^SjS 1 inl«-|5| 

H'^fco t/tSSttJi. Mycobacterium phlei ji Bscherichia coli BE ^-ffllK 

8iDiDS©^-/<--r x^'jc40//i (ommm^L^iii^^xwiM^m^x^mL. 

10^©>< ^y-zUJC^^fSt/c^. HPLCiTLCtcT^^f L/^o HPLC(i. 
T-t h- h 'J -flz-O. 1 % •:>Ji^>>PT ^ (pH4. 0) (45:55)^r^j^<h L/^i 

254m(D0k^-fXf7t£'>tZo TLCti. i/^)ii*fJ\/ Art. 5715(0. 25iBin, ^/U^'tt) 

SPlihROfg^^^a^tC. TL CCDilSm^lll9E|{r. HPLC<D*§m«-IB20EI 

mmm 3 ) 

R3;&<7KjfeIi^T'^'SRK-1061(86S?S;{><ni:i^RK-1061)g>^jt 
^5ieMffi^ite-ei$SL/:: SN-1061M I^Sfe^aj 2 tr^^ L/::^ltii (C4iSite) © 

m.1kmxi>^ir)\^^-7.^. +i/D-x. D-:7-5^h-x. ^^^^ 

500 ml n<o^ny ^ 7.z2\zmmLtzo zn^2Tx:. 200 2 — 

i^^T-b h>l^xmtiiLt:m.. ifimiS^^m^fzo m.mmmt. Mycobacterium 
phlei (h Escherichia coli BE 8mm S(D^— >'<-x ;^ ^ tC40/f 1 <D 
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lOm(D/ ^ y - Jlyizmmttzm:. HP LC tTLCiZX^I^TLtZo H P L C ti. 
T-iz b-hU Ji'-O. 1 % v'i^yl/T S > • ^®^(pH4. 0) (45:55) ^^iSE,i: LtzfJZT 
-t^l/zN'-y ^ODS (4.60x25Omm . ^ffllK «tat l.Sml/^. «ltt}j&g 

254nin O^^T^eij ^ /Co T L C -> U ^ y yl/ Art. 5715 (0. 25mm. / JVC/ ?±) 
T% -r^y-^U : S^K : 7K= 4 : 1 : 2 <£-JSM^ii <t LTgg§ Ly^o ^^(dS*^ 
SPfl^nOifg^^lS 3 ^{C. T L C<DifeS«-||190{c-€-n-e'n^-ro 

R3;&^7Kf^I^>^-efe-S.RK-1061(fi^S?S;6<^ci:i^RK-1061)g>Si!iS 
*^*4®^i!fe-e^SL^ SN-1061M tt^. ^jL^'D-X (jfO^tMISItt) 40g > 

(T^-f 7a*t) 20g . mti- (^3t«*ISI*t) 6gOffifiJt-CpH^7. 0 {:ifgil 

Lfzmm (Ki^m) 70mi^#tr5oo minyy :^^izmmLtzo cn«-27'c. 200 
m^-t^ct^<mm^ntzo ^mm^MAj'L. ^m±mtmi^tiZ'»iimwMt 

Mycobacterium phlei <i: Escherichia coli BE^ffll^^ Smm S®'^— /<— -r^ x 

$<?>ic, mm±mtmi*^mtii^'^:iMnzr^ y -ji^xiiitii^^^i^^mL. 1/ 

lOS©^ -vKC^j^L/c^. HPLCcbTLCJCT^i-tfTL/^io HPLCti. 
T-b h~h %'j3U^JVr = y ' ¥m. (pH4. 0) (45:55)^^ii<i: L/C 

;!7-r-byU/N-.y ^^ODS (4.60X25Oiran , S^^tt) mm 1.5 ml «^ 
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"aj3i![g254nin (D^P^TX-ff-^tzo TLC«> Art.5715 (0.25imn . ^ 

)\^y%±) -a. y^s^y-yu : g^ge :'7K= 4 : i : 2^mmT^Wkt\.xmA\^tzo & 

m 3 ^ 



^ ^ w 


(wet vol(X)) 


PH 




Pfl±P3 (Bin) 


B(BE)M 


B(Ph)M 




(C4^i|fe) 


42 




+ 


+ 


16.6 


19.7 




(Kl^il!!) 


51 




9.8 


11.6 


11.9 


20.4 


A 


71/ h — X 


41 


7.9 


+ 


0 


13.9 


17.7 


B 


4" •> n — X 


44 


6.5 


10.2 


(12. 1) 


16.0 


20. 8 


C 




45 


7.5 


11.9 


11.4 


18.9 


22.0 


D 




46 


7.8 


12.2 


11.5 


20.6 


23.3 


E 


•> ;r ^' a — X 


49 


7.9 


13.6 


12. 7 


23.4 


23. 8 


F 




35 


7.9 


13. 1 


10. 7 


20.2 


20.0 


G 


L-5 Ay -X 


25 


8.4 


0 


0 


0 


0 


H 


L-T^ hV -X 


26 


4.8 


0 


0 


0 


0 


I 


D-v>— h— -'t' 


39 


7.8 


13.2 


11.5 


20.2 


21. 1 


J 


3 :7 ^ y — X 


18 


8.6 


0 


0 


0 


0 


K 


■9- U ■> > 


13 


8.6 


0 


0 


0 


0 


L 


L-VyU;fC-X 


20 


8.6 


0 


0 


0 


0 


M 




6 


3.7 


0 


0 


0 


0 



BE : Escherichia coli BE 1186 B : ^#±M 

Ph : Mycobacterium phiei IFO 3158 M : ||{*:Jl&lH4& 

5 ) 

Rj^<7k^)l^'efe-5RK-1061(Cf[^S;&<^i:i,^RK-1061)g)^ii 
^^OT^«b'e^^L/iHtJlBSN-1061M**(FERM BP-5800)^> K 1 itite70inl^^ 
500inl<3D = ft7 5X=i{cSga-rSo 27*10. 2 - 3 B Pol^S Lfc«t linl-S-I^I;^® 
^11fe«r^t>7 5X3{cML48~72^PBl^tlL/cj$ HOml^PI^CDlgite^ 18L# 



m 
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SJ[350rpiiiT27'TC> 5 ~ 8 HP^ii^mi$^#<£-?T-5o :©Si^7M. J; *9 

-vmmtfz^ 240ml©^PO7j-xy|/A^jtax.T50gO->U *y7l/i:ii^L^ o d 
.-^^UA-y (3:1) -??fi&fDLTl^S >J ^y^U^^ ACSxiScm) ic-?^ 

I'-i? ^^m^'Sri' au^JUM.- jt ^ J -yU (2 : 1) i (I : 1 ) T^^\^tz 
©"^v n D^fwl/A-y ^ y (l : 2) i (l : 3) t??^tiiL/-Co 

cn^Mffiilim-rSi 7. 73gO|ajftai#*<?#t>n/-Co cn^lOOmg/mloa^J^T 
T-fe h - h y;U-0, 1 % i^Ji5^yUT i > • ^S?(pH4)(40:60){CjgjgLA:^iS4lWC 
J:»5±r^^ii/;:o JJjlcCin^HPL C*r#ttT55-«?*|f o/^io ll5lB«-t>->A 
->'^*-/^ODS (200 x250iMn). THrh— h»Jyl/- 0. 1% -I^if^yUT i > • 
(pH4)(40:60)(50:50)(60:40)®X7^-yy7'rXtClT. MillOiDl/^J^tCiJ^tt . glEl> 
T*•:/•fe-'^>'^• •y ^ODS (200 x250in!n){CTx T-t? h — h U >'U- 0. 1% i^/U 
T $ > • ^B!(pH4)(37. 5:62. 5). (42.5:57. 5) . (50:50) OXt^ y ^-7 -f X{CT 

- h U ;U^|^±Lfc©*.. ffiit&©/^:a6tC7K^Aa;trMC I GELdxScm) {c 
■7>f '>yC- cm tM- (m) i!><;f -O^^tLX^M'tlSLSmg. 34Amem 

h>tlfZa 
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(1) ifimmit 

(Thick, m^«[iffi5l±) izL^Si<t.-^$tm^^ti'4k. ^moztu- b±izmitt:o 



m 4 ^ 













it 
















A 


ACIIl) 


C 


C(III) 


M M(III) 


K 1 


K(III) 


N 


Ndii) 


Z 


Z(III) 


Escherichia coli AB 1157 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


Escherichia coli BB 1186 


f 


17.8 


0 


14.3 


0 


(+) 


(+) 


13.5 


0 


15.2 




18.8 


Staphylococcus aureus IPO 12732 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


Bacillus subtilis IPO 3513 


0 


21.0 


0 


17.8 


9.7 


14.8 


(0 


13.0 


(+) 


12.9 


0 


22.2 










(23.7) 


(13.0) 
















HycobacteriuiD phlei IPO 3158 


ia9 


24.8 


22.1 


30.3 


27.2 


25.7 


28.6 


23.3 


23.1 


20.8 




^.3 


Candida albicans IPO 59d4 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 


0 



(20/ig/disc^ PJUhR: m> 
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m 5 



RaihR(2/zg/disc. 



A 
B 
C 



0 
0 

0 - 



Z 0 

L 14. 08 

M 16. 86 

K 13. 15 

N 11.59 



A-(II) 0 

(III) 9 ^ -fUKmM&tm^. 3-:^'f-j\^irju^jumm^ic^-t^h(D} 



X 


-(III) 


13. 23 


Y 


-(III) 


0 


Z 


-(HI) 


13. 74 


c 


-(III) 


16.21 


V 


-(III) 




A 


-(III) 


11.62 


G 


-(IN) 


16. 68 


M 


-(III) 


15.49 


K 


-(III) 


12. 27 


N 


-(III) 


11. 15 



A -(IV) 19.90 
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m 6 ^ 



it ^ ^ 


A 


A-(Il) 


A-dii) 


A -(IV) 


m Wt & 


o 


o 


X 


X 


3 -jt ^ Jiy f JU ^ Jl'Wt 


o 


X 


o 


X 


M. phleiJCif^^Slflih 
R (2iue/disc mm) 


0 


0 


14.3 


23.4 



(2) ^^^h'iTOij >^m.mmfs^ 

:*:8iffid> t> ^tt^lCll*^ U D P -MurNAc-pen t apep t i de^:!tillt ( J. B i 0 
1. Chem., 243, 3180(1968)) {cSEoTfg8!!t/Co 5 // 1 (DIM Tris-HCl pH7. 5 . 
lOjul OO. IMMgClz. 5 ul CD2mM UD P-MurNAc-pentapeptide. 5 u I (OM^ 
(15 mg/ml ©^>/N°^MSJS) <h5/fl ay^:y'f)V^ 5/^1 cDU D P-[U-'H]Glc 
NAc(10iuCi/ml. 25. 8 Ci/mmol. T'a.'J^Vtt) . l^u\ <D7k^-*D^T37t:, 60»S 
;E:^?Tn£l^SfG?fi[^ Iml® 5 %TC AJcJ!jqx.^o ^}^%.GT / C<oy^ ^ 
:5'-(2.4cm. ^-yh^^^t) {C h ^ -y >^ L/::gt -<£:J!inx.T^ > h 

(3) iKBIia*^l*i^ 

BALB/3T3aD8a^lO%FBS^^*DL/iDMEM^itfe (^^^tt) . 5% CO^. 
37t:trT967f:^l/- hJ= ixlO' eel Is/ml ®SSt? lOO/xl ML/co 1 Ife^H 

MTTUKI (i/^^^a) <&10/zl J!lD^T$t,H 4l^ra^aL/co M±ja*«-|J^> 
100/zl ©DMSO^ftl^T— !ft»CgL540nm ©iR:)felS[«-fiiJ^-r5CiT 
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^ 7 « 



it ^ m 


A 


A-(II) 


A-cni) 


A-(IV) 


TM 


(0. 1 Ag/ml) 


95 


90 


96 


94 


10 


TM :Tunicamycin 
^ 8 ^ 


vc ^ m 


A 


A-CII) 


A-d) 


A-(IV) 


TM 


(ICso. n%/jsX) 


>25 


>25 


>25 


>25 


0. 05 



TM :Tunicainycin 



1 . Streptomyces sp. SN-1061M 

ft Rjf : B:f5:S^Jdcmo< ifTlrm 1 Tg 1 #3^ 
^l£B :¥fiK9^1^2 8B 
: PERM BP-5800 
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